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ACETAMINOPHEN AND CODEINE PHOSPHATE ORAL SOLUTION USP
ACETAMINOPHEN AND CODEINE PHOSPHATE ORAL SUSPENSION USP

DESCRIPTION

Acet am nophen and codei ne phosphate oral sol ution/suspension is
phar macol ogically cl assified as an anal gesi c.

Acet am nophen, 4'-hydroxyacetanilide, a slightly bitter, white,
odorl ess, crystalline powder, is a non-opiate, non-salicylate

anal gesic and antipyretic. It has the follow ng structural
formul a:
CH3CONH OH
GH NG, MV = 151. 16

Codei ne phosphate, 7, 8-didehydro-4,5"-epoxy- 3-net hoxy-17-
met hyl nor phi nan- 6"- ol phosphate (1:1) (salt) hem hydrate, a white

crystalline powder, is a narcotic analgesic and antitussive. It
has the follow ng structural fornmula:
CH
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Each 5 nL, for oral adm nistration, contains:

Acet am nophen 120 ng

Codei ne Phosphat e 12 ny
(Warni ng: May be habit form ng)

Al cohol (i f applicable) %

In addition the follow ng inactive ingredients are present:

We note that in accordance with good pharmaceutical
practice, all dosage forms should be labeled to cite all the
inactive ingredients (refer to USP General Chapter <1091>
for guidance). We believe this i1s an important public
health measure.

CLINICAL PHARMACOLOGY

Thi s product conbi nes the anal gesic effects of a centrally acting
anal gesic, codeine, with a peripherally acting anal gesi c,
acet am nophen.

Pharmacokinetics: The behavior of the individual conponents is
descri bed bel ow.

Codei ne: Codeine is readily absorbed fromthe gastrointestinal
tract. It is rapidly distributed fromthe intravascul ar spaces
to the various body tissues, wth preferential uptake by

par enchymat ous organs such as the liver, spleen and ki dney.
Codei ne crosses the blood-brain barrier, and is found in fetal
tissue and breast mlk. The plasma concentration does not
correlate with brain concentration or relief of pain; however,
codeine is not bound to plasna proteins and does not accumnul ate
in body tissues.

The plasnma half-life is about 2.9 hours. The elimnation of
codeine is primarily via the kidneys, and about 90% of an oral
dose is excreted by the kidneys within 24 hours of dosing. The
urinary secretion products consist of free and gl ucuronide

conj ugat ed codei ne (about 70%, free and conjugated norcodei ne
(about 10%, free and conjugated norphi ne (about 10%,

nor nor phi ne (4%, and hydrocodone (1% . The remai nder of the
dose is excreted in the feces.
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At therapeutic doses, the anal gesic effect reaches a peak within
2 hours and persists between 4 and 6 hours.

See OVERDOSAGE for toxicity information
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Acet am nophen: Acetam nophen is rapidly absorbed fromthe
gastrointestinal tract and is distributed throughout nost body
tissues. The plasma half-life is 1.25 to 3 hours, but may be

i ncreased by liver damage and foll ow ng overdosage. Elimnation
of acetam nophen is principally by liver netabolism (conjugation)
and subsequent renal excretion of netabolites. Approximtely 85%
of an oral dose appears in the urine wthin 24 hours of

adm ni stration, nost as the glucuronide conjugate, with snal
anounts of other conjugates and unchanged drug.

See OVERDOSAGE for toxicity information

INDICATIONS AND USAGE

Acet am nophen and codei ne phosphate oral sol ution/suspension is
indicated for the relief of mld to noderate pain.

CONTRAINDICATIONS

Thi s product should not be admnistered to patients who have
previ ously exhibited hypersensitivity to codei ne or
acet am nophen.

WARNINGS

In the presence of head injury or other intracranial |esions, the
respiratory depressant effects of codeine and other narcotics may
be markedly enhanced, as well as their capacity for elevating
cerebrospinal fluid pressure. Narcotics also produce other CNS
depressant effects, such as drowsi ness, that may further obscure
the clinical course of the patients with head injuries.

Codei ne or other narcotics may obscure signs on which to judge

t he diagnosis or clinical course of patients with acute abdom nal
condi ti ons.

Codeine is habit-form ng and potentially abusable. Consequently,
the extended use of this product is not recommended.

PRECAUTIONS

General: Acetam nophen and codei ne phosphate oral
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sol ution/ suspensi on should be prescribed with caution in certain
special -risk patients, such as the elderly or debilitated, and
those with severe inpairnment of renal or hepatic function, head
injuries, elevated intracranial pressure, acute abdom nal

condi tions, hypothyroidism urethral stricture, Addison's

di sease, or prostatic hypertrophy.

Information for Patients: Codeine may inpair nmental and/or
physical abilities required for the performance of potentially
hazardous tasks such as driving a car or operating nmachinery.
Such tasks shoul d be avoi ded while taking this product.

Al cohol and other CNS depressants may produce an additive CNS
depression, when taken with this conbination product, and should
be avoi ded.

Codei ne may be habit-formng. Patients should take the drug only
for as long as it is prescribed, in the anpbunts prescribed, and
no nore frequently than prescri bed.

Laboratory Tests: In patients with severe hepatic or renal
di sease, effects of therapy should be nonitored with serial liver
and/ or renal function tests.

Drug Interactions: This drug may enhance the effects of: other
narcoti c anal gesics, al cohol, general anesthetics, tranquilizers
such as chl ordi azepoxi de, sedative-hypnotics, or other CNS
depressants, causing increased CNS depression.

Drug/Laboratory Test Interactions: Codei ne may increase serum
anyl ase | evel s.

Acet am nophen may produce fal se-positive test results for urinary
5- hydr oxyi ndol eaceti c aci d.

Carcinogenesis, Mutagenesis, Impairment of Fertility: No adequate
st udi es have been conducted in aninmals to determ ne whet her
acet am nophen and codei ne have a potential for carcinogenesis or
mut agenesis. No adequate studi es have been conducted in animals
to determ ne whet her acetam nophen has a potential for inpairnent
of fertility.

Acet am nophen and codei ne have been found to have no nutagenic
potential using the Ames Sal nonell a-M crosomal Activation test,
the Basc test on Drosophila germcells, and the M cronucl eus test
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on npuse bone marrow.

Pregnancy:

Teratogenic Effects: Pregnancy Category C

Codei ne: A study in rats and rabbits reported no teratogenic

ef fect of codeine adm nistered during the period of organogeneses
in doses ranging from5 to 120 ng/kg. In the rat, doses at the
120 ng/ kg level, in the toxic range for the adult animl, were
associated wth an increase in enbryo resorption at the tinme of
inplantation. In another study a single 100 ng/ kg dose of
codei ne adm ni stered to pregnant mce reportedly resulted in

del ayed ossification in the offspring.

There are no adequate and well-controll ed studies in pregnant
wonen. Acet am nophen and codei ne phosphate shoul d be used during
pregnancy only if the potential benefit justifies the potential
risk to the fetus

Nont er at ogeni ¢ Effects:

Dependence has been reported in newborns whose nothers took
opi ates regularly during pregnancy. Wthdrawal signs include
irritability, excessive crying, trenors, hyperreflexia, fever,
vom ting, and diarrhea. These signs usually appear during the
first few days of life.

Labor and Delivery: Narcotic anal gesics cross the placental
barrier. The closer to delivery and the |arger the dose used, the
greater the possibility of respiratory depression in the newborn.
Nar coti c anal gesi cs should be avoi ded during |labor if delivery of
a premature infant is anticipated. If the nother has received
narcoti c anal gesics during | abor, newborn infants should be
observed closely for signs of respiratory depression.
Resuscitation may be required (see OVERDOSAGE). The effect of
codeine, if any, on the later growh, devel opnent, and functi onal
mat uration of the child is unknown.

Nursing Mothers: Acetam nophen and codei ne are excreted in
breast mlk in small amounts, but the significance of their
effects on nursing infants is not known. Because of the
potential for serious adverse reactions in nursing infants from
acet am nophen and codei ne, a decision should be made whether to
di scontinue nursing or to discontinue the drug, taking into
account the inportance of the drug to the nother.

Pediatric Use: Safe dosage of acetam nophen and codei ne
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phosphat e oral sol ution/suspension has not been established in
children bel ow the age of 3 years.

ADVERSE REACTIONS

The nost frequently reported adverse reactions are drowsiness,

I i ght headedness, dizziness, sedation, shortness of breath, nausea
and vomting. These effects seemto be nore promnent in

anbul atory than in non-anbul atory patients, and sone of these
adverse reactions may be alleviated if the patient |ies down.

O her adverse reactions include allergic reactions, euphoria,
dysphoria, constipation, abdom nal pain, pruritus, rash,
t hr onbocyt openi a, agranul ocyt osi s.

At hi gher doses codei ne has nost of the disadvantages of norphine
i ncludi ng respiratory depression.

DRUG ABUSE AND DEPENDENCE

Controlled Substance: Acetam nophen and Codei ne Phosphate oral
sol ution/suspension is classified as a Schedule V controlled
subst ance.

Abuse and Dependence: Codei ne can produce drug dependence of the
nor phi ne type and, therefore, has the potential for being abused.
Psychol ogi cal dependence, physical dependence, and tol erance may
devel op upon repeated adm nistration and it should be prescribed
and adm nistered with the sanme degree of caution appropriate to
the use of other oral narcotic nedications.

OVERDOSAGE

Fol |l owi ng an acute overdosage, toxicity may result from codei ne
or acet am nophen.

Signs and Symptoms:

Codei ne: Toxicity from codei ne poi soning includes the opioid
triad of: pinpoint pupils, depression of respiration, and | oss
of consciousness. Convul sions nay occur.

Acet am nophen: | n acetam nophen overdosage: dose-dependent,




Acet am nophen and Codei ne Label i ng Gui dance
Phosphate Oral Sol uti on/ Suspensi on Revi sed 12/93

potentially fatal hepatic necrosis is the nost serious adverse
ef fect. Renal tubular necrosis, hypoglycem c coma and
t hr onbocyt openi a nay al so occur.

Early synptons follow ng a potentially hepatotoxic overdose may
i ncl ude: nausea, vomting, diaphoresis and general nal ai se.
Clinical and | aboratory evidence of hepatic toxicity may not be
apparent until 48 to 72 hours post-ingestion.

In adults hepatic toxicity has rarely been reported with acute
overdoses of |less than 10 grans, or fatalities with | ess than 15
gramns.

Treatment: A single or nultiple overdose with acetam nophen and
codeine is a potentially |ethal polydrug overdose, and
consultation wth a regional poison control center is
recommended.

| medi ate treatnent includes support of cardiorespiratory
function and neasures to reduce drug absorption. Vomting should
be i nduced nmechanically, or with syrup of ipecac, if the patient
is alert (adequate pharyngeal and |aryngeal reflexes). Oal
activated charcoal (1 g/kg) should follow gastric enptying. The
first dose should be acconmpani ed by an appropriate cathartic. If
repeated doses are used, the cathartic mght be included with
alternate doses as required. Hypotension is usually hypovol em c
and should respond to fluids. Vasopressors and ot her supportive
measures shoul d be enpl oyed as indicated. A cuffed endo-tracheal
tube should be inserted before gastric |avage of the unconscious
patient and, when necessary, to provide assisted respiration.

Meticul ous attention should be given to maintaining adequate
pul monary ventilation. In severe cases of intoxication,
peritoneal dialysis, or preferably henodi al ysis may be
considered. |If hypoprothronbi nem a occurs due to acetam nophen
overdose, vitam n K should be adm ni stered intravenously.

Nal oxone, a narcotic antagoni st, can reverse respiratory
depression and coma associated with opioid overdose. Nal oxone
hydrochloride 0.4 ng to 2 ng is given parenterally. Since the
duration of action of codeine may exceed that of the nal oxone,
the patient should be kept under continuous surveillance and
repeat ed doses of the antagoni st should be adm nistered as needed
to mai ntain adequate respiration. A narcotic antagonist should
not be adm nistered in the absence of clinically significant
respiratory or cardiovascul ar depression.
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| f the dose of acetam nophen nmay have exceeded 140 ny/ kg,

acetyl cysteine should be adm ni stered as early as possible. Serum
acet am nophen | evel s shoul d be obtained, since |evels four or
nmore hours follow ng ingestion help predict acetam nophen
toxicity. Do not await acetam nophen assay results before
initiating treatnent. Hepatic enzynes shoul d be obtained
initially, and repeated at 24-hour intervals.

Met henogl obi nem a over 30% shoul d be treated with nmet hyl ene bl ue
by slow intravenous adm ni strati on.

Toxic Doses (for adults):
Acet am nophen: toxic dose 10 g
Codei ne: toxi ¢ dose 240 ny
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DOSAGE AND ADMINISTRATION

Dosage shoul d be adjusted according to severity of pain and
response of the patient. However, it should be kept in mnd that
tol erance to codei ne can devel op with continued use and that the
i nci dence of untoward effects is dose related. Adult doses of
codei ne higher than 60 ng fail to give comensurate relief of
pain but nmerely prolong anal gesia and are associated with an
appreci abl e i ncreased i ncidence of undesirable side effects.
Equi val ently high doses in children would have simlar effects.

Acet am nophen and codei ne phosphate oral sol ution/suspension
contains 120 ng of acetam nophen and 12 ng of codei ne phosphate
per 5 nL (teaspoonful) and is given orally.

The recommended dose of codei ne phosphate in children is 0.5
mg/ kg body wei ght. The usual doses are:

Children: (7 to 12 years): 10 nL (2 teaspoonfuls) 3 or 4
tinmes daily.

(3 to 6 years): 5 n (1 teaspoonful) 3 or 4
tinmes daily.

(under 3 years): saf e dosage has not been
est abl i shed.

Adults: 15 nmL (1 tabl espoonful) every
4 hours as needed.
HOW SUPPLIED
- Est abl i shed nanme and strength
- Packagi ng

- Col or, flavor, etc...
- Speci al handling and storage conditions

Manuf acturer's nanme and pl ace of business.
Date of |atest revision.
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